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[W 1 1 

y°u -yn — KTs \£u^rJ -fufa — )V'Jy 3. J J y & X Zfy°u -fa tfx 7 J 
-)Vttz\±Jttlh (Dl&fr h tl%> y*7s-7x.J- )Vmik&'-®) 1 -f & ABCAl^ 

itmm 2 ] 

[lit M 3 ] 
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[^WiStl ABCAl3c5£fl2ffl 

[0001] k , 

*§PJl±. 7°nyn-;v (probucol) ©ftttWfc L-C&fctU &.T<D4tf ft 
%it&m-?3b%>7°V7*zi-)V*\£u*; y {.tt&Zx : 2 , 4, 9, ll-rW^^ (1 

l-^Xf jVxfiV) -14, 14-y^f^-13, 1 [5. 0 

\ 5. 3] ^>*7*#-l, 4, 8, 1 1 -T h 3 , 10-^>)^n/3 

-;Vy'7x7 + ;> («:3, 5, 3', 5' 4'-v 
7l ;jf;» *iO f yo^3-^^7x>'-^ (4b^& : 4, 4' -i^W Kd^v 
-3, 5, 3' 5' -rf7-t-7*f^y7xx;v) ^^MK^tt^ ^7x;-;v 
lHtW%W$jk^1~&ABCAl (ATP-binding cassette transport 1 J ATP^-gHW 
^^-1) ^fe^k j3±fflAB(ai££tt8J^<b>S:*K ABCAl<7)3§«T^H1-& 
^^.fefLSa^OfeSLt-W-t&^K • t&#SU *H'®HDL (high-density lipoprotein; 

[0 0 0 2 ] 

yu/a-^li, 4, 4' -^V^nH'Jfyyftt^ (2, 6 -V-t-^JI/^ 

i^mtL, ZhiZUiL (low-density lipoprotein ; l&RBt 1 ) -^Wr 
n - ;K7) JWfc^tftatffcJH is ± tmvtlt n v ^ x n - /HgfFtfsffl * * # U fl&Jtftl** 

M G - C o AS7cS«ffi»SiJ tLtftfe^^/U^f^J:^^^^ 

rHDL— 2l/^fn-)l/J fc^>v>-5) £rififF£-^£ E&J^.h£p^ L < & W^ffi =ir L 

X&*) W x- «\ ##fF:« 1 *5 J: IF 2 #1= ) . IWHSfPM ttABCAl<B«tBlfi#fc * * 

[0 0 0 3] 

n-;i/Xt±°n^ y yn -/n v 7 j. 7 > is J: Xf7°u y a - ;vtf * 7 j. 7 -frtf 
[0 0 0 4] 

sm&rs/b **-r * 1 1 * e> , u # * ^ * s^WMi 1 1 1\ 7 0 n y a - n> t <omm 

[0 0 0 5] 

HDLii. ±izM-mtsbm±.&.mffi.'?&m, m&ztiz>T^?>^?MA-i (&t. upoa 

Str^^t-J-^niS^^-e. Wi&HDLfc fcH?iftL&o i<0]Ri&HDLtt, JfiL*"C5MB«lfla 
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#11 2004-007955 ^- zS : 2/ 

itL^LCAT (lecithin cholesterol acyl transferase) 0#ffltaV^f n-)HXf 
[ 0 0 0 6 ] 

JifBOitfl^&^T, HDLii, j&q*^^mMfrh&mt1k<>ti:x w^xn-;v^5l # 

i.cfHDL3VXrn- ;i/ jftg? t I&MII^ K wcti, C fit X 
S^v^v^liffly^tioTi^o tot, fl£HDLJliL#*3fc#i-*ii:{±, itft 

[0 0 0 7] 

lift, JfiLtfOHDLarii, HDL3 V^7-U-)V(Dm.U^Uh LXWlfcZtl, — S&^lfil^HD 
L3 V^xn-;K7){t^40mg/dl*?M^^)^i#^ RSHDLjflL^J t^Bf$*LS 0 
[0 0 0 8] 

mz&lf&ltmm^t LXftmBtX'&htLZiZfr, Tangier#3&i&&t-f&;|t* 

mm K&^xb&htiz a*, hdl g # tc^ffl -f2>y%m-& i&hdlm^ m • ?&*sa iiis/c^ 

[0 0 0 9] 

JifBjg;HDLlfa^e£#?>^a6, ilft$^\ HDL4r±#$*&fe*oa>* > 0|iC*.5&*trfctL , r 

ABCAiii, jFFHt, /M§, i&t, m^*iti®t^%&mm^<Dmm<D±KmMm^fe-f 

8#Mo ) o 

ZhK, ftifiOftHJCj: *K ABCA1 tljWI&OJBJt^^HDL^-rSRJi&^^^ftSe 
HDLj££?)#jSig : ?--e&&£ iWoTi/; 0 4 fcABCAlfc £ &HDUffei±3WI 

Witlf, ABCAlil^-^aE****l3s -g"05im^^tt^v^Tangier^m#^^V^T{±. 
«HDL«fc*7i3c1-£ (Will #N#W;«9, 1 OiSit/l 1 #M 0 ) 0 Sfc, ABCA1 

A1tt<Dmx*mL(DffitkKfc*fem-r zzkfr&mz ft W jL «\ ##St» ni3i 

cFl 3#Mo ) , lift, »fST-X^<7)^#i^fflV^T#l*lc7)ABCAl<7)^ii*^±i5P$^, HDL 
[0 0 10] 

»2 *3J;^3#bb 0 ) 0 HDL3 V^r-n-;vt h i; ^U-fei; KO«K*fl«frs 

- a (PPAR- a ) $ tt^/l/ * * V - A if«[*(lJS«Ptt3£##- * (PPAR- 5 ) * St^k 
ABCAltf>5&S*£W«>"CV>;& #W\£8t5#R&o ) 0 

s o tz «9 > k * a =fn*£temmm <Dffcm&&&x* 

tB§E#2 005-3006849 



mm 2004-007955 



3/ 



vimxm. 1 1 am^ga^ 02/04031^71/^ 

mW^cm 2 ] 0 0/7 8 9 7 1f^7l/^ 

[#It-» 3 ] SffiH&Mft 00/78972 ^ >7 V -y h 
[#lr^C« 4 ] gffiK&Hft 0 1 / 1 5 6 7 6 ^< y 7 V y h 

[#fp^ 5 ] mm 2003-12551 

mmttffltl] \*Y-*^V-V*y (CIRCULATION) J , (#@) , 7 9, 19 
89 4?, pl6-28 

(JOURNAL of CARDIOVASCULAR PHARMACOLOGY) J , (*S) , 3 0, 1 9 9 7^, p 
7 8 4-789 

[##It»3] r^M*^*M>- (BIOCHEMISTRY) J , (#@) , 3 5 (4 0 
) , 1 9 9 6^, pl3011-13020 

[##fp5:it 4 ] si- * 5 fJ si* 4 7 4 it* T 9 $ (BIOCHIMICA et 

BIOPHYSICA ACTA) J, (* 9 > , 1483, 2 0 0 0#, pl99-213 

[##lT-3cK5] r7f 'Jt^^l^ny^, hny^, T > K ^*a5- 
;^/ftny- (Arteriosclerosis, thrombosis, and vascular biology) J , (^S 
) , 2 1, 2 0 0 1^, p394-400 

[## fr» 6 ] r7t'Jf^*;V 5 * h >; - v y*°^T v V -X (ANALYT 
ICAL CHEMISTRY SYMPOSIA SERIES) J , (#H) , 7, 198 1^, p35-38 

mmWJcM7] rut: -7 K (LIPIDS) J , (*H) , 29 (12), 1 9 9 4^, 
p819-823 

UN&fivfciSt 8 ] rr-^-T;V Ufa- -fe^ /t/ftny- (ANNUAL REV 

IEW of CELL BIOLOGY) J , (#S) , 8, 1992^, p 6 7 - 1 1 3 

ifmWXISt 9 1 4 * * - vx^fO^ (NATURE GENETICS) J , 
, 22, 1 9 9 9^, 336-345 

[## 10] |~* W ^ * - S> i * r- * * (NATURE GENETICS) J , OfcH 
), 22, 1999^, 347-351 

iimwxm in >r f- * - v^^^^^x (nature genetics) j , (#s 

), 22, 1 9 9 9^, 352-355 

(THE JOURNAL of CLINICAL INVESTIGATION) J , (*S) , 1 0 4, 1 9 9 93s 
j> 2 5 R 3 1 

[^#M13] r-9* 77*7" v^-^ (THE FASEB JOURNAL) J , (#H 
), 15, 2 0 0 1^, 1555-1561 

10 0 1 1 ] 

JBLtafe^fc X o j&HDLJfiuiti, mMskm, mm, l&BLfH&K&^x&i&bti^ 
[0 0 12] 

DLiflL^K • mmMZMtm-t-fcto^ i^otiinov^tiftib, abcai<o^w»*wi 

MtSitti *9> ABCAl^ii^n^ If^fy^r^ >7"nf > tf* - 

JSK^fc-r*fiHDUflUfe^lW • WJtlfHU #^mH*tfvs -f"C^::W003/33023h LT 

ffi|E#2 005-3006849 
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[0013] . , 

7 x 7 - W 7x 7 - /HSWfrfrflJ * »J&^ t-?& ABCAl^^ 

itM it . aftfi^wftt * t *r , fc < * & a -cabcai & « 

» *o §£j£ £ 3131 $ * & t h h , ®HDLJflLfiE * «> t "T * ABCAl^iJ.® T I* jB H * ® * 

[i§h^ ^ mfef -5) ^ <t> * a <7> ] 

[0 0 14] 

1) ^yn-wfn^;^ / n 7 a - ;v v 7 x 7 ^ 7 > * i 0= 7' n 7* 3 - X 
[0015] 

±|Sco ?°u f n tf u * -7°n 7 ^-^y7x7^7 73-^ht, 

o 

f©7)V*'JM> *]Vy7A, '^ni'fA^T^SyiS^ ftfetFUT^^- 
TV^E- ^A^fcOWf fctLSo ««tO^(7)Mft^!lt Wxlf 

y _ ;VT5> ^ fi;x^7-;v7ry, ^y^nA^yjvrr/, N, n-^^v^^- 
fV 7y7 5 >^ fc tf>m*Wf & tt* o 7 5 7Stfc omoSfMft^J fcUli, $1 x. MT 

■Cli -wWr^-^ 'Jy7, t;vxf yf^IW^^ ftt757t^I 

[0 0 17] . 

±fBABCAl£S&ffc*!lfcW\ JfrWL IU**&*fc^*#«»<D*M&«>a^ 
5IB!feJR^^"t ^ ABCA1 £ «*E W*o£5£ fc5£8i $ * & »J * ° 

LiflL^ii. ttMyjMkffi, nm^^ mum, mm. mmm, ¥tiitmt, sm 

^ #ltffi, 1ff4«1M^m (#11 : tru-vfa ffl&'&.*Mik) me>9tM 

Kjs^X&btL&ifi, *§£m<DP&Ckl&fcim]frb%&WLJk&^ffi ■ femmt, Tangie 

iiiiiE# 2005-3006849 
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j&<t>HDL£iijjn£«- fc**"Prilt?**o JfiL^HDLti, ttr^i Lfc J: ? KlfrMltKM 

j-j-J -j^ ^ 

£1* ifiif i « t ^ 3 v ^ f n - ;v ^tf ^-sf tti § ^ < 

$ J^°|:^LoABCAl^^lJi±> J^TWi^ fcABCAltf>S&gLteTfc&B1-S t#x. 

ffi. HBffi&ffF, umt. #nffi^ *tm#§> f^i> w***^ Ji 

jSttfeft, *^«jMH*^. AlflLl4*ffi«mPf«. JESS. laMSt^M (cerebrotendinous 
xanthomatosis I CTX) , «tt**^ MW^^ 

#tr) , mximft, mmmtoxm. -r^vrmm, tw^-*-*i> *fci±«o«fe 

#J&«lf±, f!)x.ii\ (1) E^p° B »^>-K^^^> OHO , x ^,1^ 8 9 ) . ( 

2) B» n D p»W*> »1BU (#)*f0*tt(1 9 9 4), (3) 

*1JR, (80 »0« ( 1 9 9 5) isilf (4) »J^, 3fcaT£5 5jfc. 

r#a:^ (1997) KiBttSftTviaj&fl-®**^ ^^s&isir/WJffl^^^CT 

[0 0 2 2] 

tt-frflj JH*»U r£2R8k a— ^-f>^J 0*<D^*>^£Hrif) q^ao*^^** 
«r**l*o *#»4ftnaatii, WJ «&t*. nisi*******) , 
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i- * * * wan tmfc-tz &® ommmfr-? & <> * *> *ftft*ra<i ^ « 

IMi2tHJ^, MthV^A, SjW^A, M*^'>!>AS fcttttlfcr?'* * 
[0 0 2 4] 

ffjE©W«ot^t), JfctMES*.*^ SPS4^*^ O.lmg-3,000 

ttffl**IW\ iftfl^Hfe**, ifitt 2 *: 7 * ^ o T ^ £ < . «x. 

• ^ij^nfyU', /'^>??5K, ^'J^vF> ^V^/-^K 7*)*^)?, 
- KST-ttS f-^U - K^tfWf ^tt^o KM t LTii, l^llx-ii?^ 

-5) o 

[0 0 2 8] 

~*?S*HfcLTI±, ^!x.lit;P'JX^'; F^Wf^Wo MWJltbTB, 

o 

±M\iXmmm\ tLxa, w^Ty>j*T>^>mmmmmmm. ***** 

LTi±> witf^^^K T7-fe-/y;K r?7V». vvsyv* 

-fS^VUJK ^•^•tf'/y^, V9f^^ ^VVK^U/K ^-/vk 

tf^x^li'A TADyH"/, x^-Vlf^ ijH^Vli^^f^^o T^v^" 
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5^ v>v<?*^>\ n><**^>> 7MWU?f-A 
- h ^j;70 , 7-f, 7 i 7 "7 ^7 - h > V V "7 -f "7 7 - h 

m*mfbtiz>o ±em^^ r*»iifi»««J atii, ^ii^r/Mi 

n-;v(niceritrol)£fc°) . ^^n|xf;vf»f^^ 

W bi^n^frVK, EFnynnfTvF, tKn7^f7VK, 

1511 x. (f W v v ;v tf H\ 7n-fe5 K^&^f <b *l& 0 
[0 0 3 2 ] 

[«f!ll 
[0 0 3 6] 

7 "D-7^-;V (981mg, l.ftnmol ; 5ftl*tt* (*) *) ( 4 - 04 ^ 
n^> (20mL) «t>, -H«fft/c 0 * <D a U ^*7- 

;v -e^ g§Lt, 7°n7"3-^^H°ndry>©fe B H (912mg, 93%) £#fc 0 
«*5-*fOCI-MS«± S*«T-MS700M-M«aK«^ft^ffiv^-CvIteL. 7G*^*f{±^ 

mp 156-158°C 

*H NMR(CDCh) § I 1. 20(36H, s) , 2. 01 (6H, s) , 6. 88(4H, s) 

CI(positive)-MS(m/ Z ):515(M + l) ) 473(M-C3H 6 ),44l(M-C3H6S + l) ) 409(M-C3H6S2 + l,diphenoq 

uinone+1) , 279 (M-C14H20OS+I) , 237(Ci 4 H 2 oOS+l) 
Anal. calcd. for C31H46O2S2 I C, 72. 32;H, 9. 01. Found : C, 72. 3;H, 9. 0 
[0 0 3 7] 

Tada h<D^m [Bui l.Chem.Soc. ,45,2558-2559(1972)] Hfl£v>, 2 , 6 - v- t 
7^7 -;V (309mg, 1.5mmol) <75^7-;W« (lOOmL) nVT-V-Fe (II) 

(853mg, 1.5mmol) <^«T\ MT5H*iU SMtLfco i©^*^*^*Tt 

r> VOltfH (340mg, 100%) fcfc. «M«^f^EI-MS 

ffiIE# 2005-3006849 
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mp 223-225°C 

J H NMR(CDC1 3 ) 5 : 1.37(36H,s),7.71(4H,s) 
EI-MS (m/z) : 408 (M) , 393 (M-CH 3 ) , 351 (M-C 4 H 9 ) 
[0 0 3 8 ] 

-Z&bflit'fVfx-n'Wz-S*'' y (349mg, 0.86mmol) <0*9J-* (2 
OmL) fii^on^y (20mL) a»H^T, *«ft*9*t>y*A 

(72mg, l.SSmmol) *im*.fco iOgJ6«#W*ll*iI«^ ***«*Lfc* : . 
T^oyn-iVa?!;-^^ (244mg, 70%) 
if ©EI-MSfc o V> X it , 0 ^m?-AX505Wli - £ MCMM^It * ffl v> T vIJte L o 
mp 184-186°C 

J H NMR(CDC1 3 ) 5 : 1.49(36H,s),5.18(2H,s),7.30(4H,s) 
EI-MS (m/z) : 410(M),395(M-CH 3 ) 
[0 0 3 9] 

ttKOTl THP-l«£Jiv^7n73-;v*en*y /o^-^7x^; 

) £PMA 0W-;V5^f-h7^r-b ;3.2X10- 7 M;ffi^«X* (*) ») «> 
^#T^10%FBS-RPMI1640W («c) *) *E V^72^P B mit^ - ± ^ 

v ^ n 7 7 _ ^fc$Mfc3*fco 7n 7 ^ - tT n * y > (£-j£0J 1 ) . 7* 73 - * v 

7x;v> (^Jfcfli 2 ) is i 070 7 3 - * -7 y - * (^J&ffl 3 ) £Tsuj ita^* 

& [BIOCHEMISTRY, 35, 13011-13020(1996)] fctfcv^ T>te^VLDL«l9 ^tziA, mW% 

^TT?$€>^24l^m*«^ TfiO^Kffiv>, ; «l*lABCA10^?lS*flteU/io 

iifB^J&SSBJ&fc 4. TmWam*ft oTV^V^^fflm«:5mMOTris-HCl (pH8. 5) * 
-C-BSftflH*^ m^(650g,5^ffi)L^ll*»$^^o J:** £105,0002, 30#W»^L 
, total membrane^M^EUXL^o Total membrane^ 0. 9M -7 1/7, 0.2% > V h ^-100 
, 0.«yf^V^-^ft(:» l/4i©10«'; f f A ^'>^^7x - 
* Ua tL 10%SDS-7% *° >J7^'JJV7< K ^ "C m^vtmfrM. L 0 5H§L-7t®6 ^ PVDF 

membrane (^*? ? Ftt« fcHfc • ^ > ABCA1 <7 

3M**Jiv»fc£Btt») ^HA77'D';f^ >^fcTABCAl£fi<0f&3iM**rffl' 
§ <b fc#<b tLfc^RfSB*^* KO*$ • £Scion Image (INfc##fV 7 h ; Sc 

^OABCAl^ilvStt^M L/wo 1 ] 

<ii>[ 4 ^°i]^$tL^ J:^, 7n73-;v^t°n^y >, 7n73-;Vv7W* 
y > 43 4 Xffu 7-3Hl/^7x;- ;VT^S L/cTHP-l We«, Jfclfc L 

rfflia^^ABCAi^^WEI^^iiini-s - b tilt* 

mil 





ABCA1 ^3tS» 




100 




191 


7"D7 > 3-;i'^7xy^/' > 


173 


7o 73 — ;v t*^ 7 ^ y — ;v 


153 



7"n7a-M ifndfy 7n 73 -;v v "7 * y y vis £ tf7n 73 - 
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<!*.f^>Arakawa^O^[J.LIPID RES. ,41, 1952-1962(2000)] fc*v*, *Kfl I 1 

/Co 

TapoAI»I40HDL3 V7,T-n-;vmaiH*3V^^1.3~L6^ V >-flt«ffi «V>T1. 

4-2 ofe<Dmmm#>btitzo ^a^^^^iLOT-Mtit *^sie 

[*2] 





«tB (MI£%) 






100 


100 




148 


151 




159 


1 200 


yu y^—jv tf ^ 7x/ — )]/ 


137 


144 




0 


34 



[0 0 4 3 ] 



[0 0 4 4] 

JBJLhtf) i 7 *&W<DABChl&&mte. i^I^«*fflV^i h ft < . ABCA1 

Lt»* & - ^ *«±BBW»^ <£ 9 UBS ttfco 
[0 0 4 5] 
1 

•*m&<0 -?zi-)v7s\Lu* ; >200mg, fWflOOmg, b-?tn3'>7"/^ >28mg> * 
f7'J > ^-7 >f% v ^ A 2mg 

[0 0 4 6] 

®^'Ji^!l 2 

[0 0 4 7] 

$L$kmfc&tf2>7°U7*a-)VX}£u*; 7"n73-^7x^; y&zxf-fv-f 

a-)V}£xy^y-)vfrbm^ti&^xy^;~^Mit&m*^$mfrt'f2> abcai^ 
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D7'3-^t^7x;- )Vfr h MJRZ ti& ^7x/- ;HMbi^ t -f & ABCA 
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mm 2 0 0 4 - 0 0 7 9 5 5 ^- v : 1/E 

mmm<7)^ #11 2004-007955 

50400060812 

Jl^f l&SSSiJSF 0 0 9 4 

f«0 ¥J&16^ 1I16H 



[JftffiB] TO16^ 1JI15B 
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m m a m m m # 

#-S§- [ 0 0 0 1 0 5 1 2 1 ] 

. ggJg^J! 0 2 0 0 0^ 7 H 2 7 0 
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